BEST AVAILABLE COPY 



1/10 



hPRS2 : 1 MtMTCSCPDKDTVPDNHRNKPKVINVDDDGNELGSGIMELTDTELILYTRKRDSVKWHYL 
mFRS2 : M V 

hWRS3 : 1 MGSCCSCLNRDSVPDNHPTKFKNFIWDDEGVELGSGV^ 

mFRS3 : M W D H Q 

**** ** * ** ** **** **** * ***** **** ** * ***** 

hFRS2: 61 CLRRYGYDSNLFSFESGRRCQTGQGIFAFK(^RAEELFNMLQEI^1^SINVVEEP^ 
mFRS2 : 

hFRS3: 61 CLRRYG YDSNLFS FESGRRCQTGQGI FAFKCSRAEE I FNLLQDLMQCNS INVMEE PVI I T 

mFRS3 : D T 

******************************* *** ** ** ** ***** **** 

hFRS2 : 120 RNNHQTELEVPRTPRTPTTPGFAAQNLPNGYPRYPSFGDASSHPSSRHPSVGSARLPSVG 

mFRS2: -SS IiG 

hFRS3: 121 RNSHPAELDLPRAP QPPNALGYTVSSFSNGCP GEGPRFSAPRRLSTSSLRHPSLG 

mFRS3 : rir^r?^T.r.rrr^.zrM!^^F'^^T.Zl^, p _ „p_ 

******** * * * *'*"**'"*' 

Grb2 

hFRS2 : 180 EESTHPLLVAEEQVHTYVNTTGVQEERKNRTSVHVPLEARVSNAESSTPKEEPSSIEDRD 

mFRS2: A P N NP 

hFRS3: 176 EESTHALIAPDEQSHTYVNTPASEDDHRRGRHCLQPLPE GQAPFL PQARG P DQRJD 

xaPRS3: T SE TGDE-G-S -RV-LPA-TQ-S 

** ** * ** ****** ★ ** 

hFRS2 : 240 PQILLEPEGVKF\njGPTPVQKQLMEKEKLEQLGRDQVSGSGANNTEWDTGYDSDERRDAP 

mFRS2 : — V — K R K-P G V- 

hFRS3: 231 PQVFLQPGQVKFVLGPTPARRHMVKCQGLCPSLHDPPHHNNNNEAP SECP 

mFRS3: 1* ■ QVM S GMQ G- 

** * * * ******* * * * 

Grb2 Grb2 

hFRS2: 300 SVNKLVYENINGLSIPSASGVRRGRLTSTSTSDTQNINNSAQRRTALLOTENLPSLPPW 

mFRS2 : P P 

hFRS3 : 281 AQPKCTYENVTG GLWRGAGWRLSPEEPGWNGLAHRRAALLHYENLPPLPPVW 

mFRS3: S- — QQ R— S 

* *** * ** *** ***** ***** 

Grb2 

hFRS2 : 360 EARKLSRDEDDNLGPKTPSLNGYHNNLDPMHNYVNTENVTVPASAHKIEYSR 

mFRS2: D — K 

hFRS3 : 333 ESQAQQLGGEAGDDGDSRDGLTPSSNGFPDGEEDETPLQKPTSTRAAIRSHGSFPVPLTR 

mFRS3: G— P SA SG 

* * * * 

SH-PTP2 

hFRS2: 412 RRDCTPT VFNFDI RRPSLEH RQLNYIQVDLEGGSDSDNPQTPKTPTTPLPQTPTRR 

mFRS2: 

hFRS3: 393 RRG SPRVFNFDFRRPGPEPPRQLNYIQVELKGWGGDRPKGPQNPSSPQAPMPTTRPARS 

mFRS3 : Q TA VSG — G — P— V— 

** * ***** ** * ******** * * * 

SH-PTP2 

hFRS2 : 468 TELYAVIDIERTAAMSNLQKALPRDDGTSRKTRHNSTDLPM 508 

mFRS2 : 

hFRS3: 452 SDSYAVIDLKKTVAMSNLQRALPRDDGTARKTRHNSTDLPL 492 

mFRS3 : A D AV 

***** * *** ** ******* *********** 



FIGURE 1 



WO 2005/084691 



PCT/CA2005/000345 



2/10 



3 




Mia TK 



Actio 



6.1kb 



r 



lRHS«Sgal 



hFRSJ 



!.8kb 



3— C 



J 



Imrouic Region 



niFRS3 



S ^ 4 r 

5SS5SS3ES§S322E 323E3232££;i22S3E 

32lbf> I066bp 579te> 2f3bp 



E 



03 S 



i 



Control bltettrcue 



hFRSS 



■r. 



FRS3 . 



B«a,Ae«m = Jj^ ^ 



FIGURE 2 



WO 2005/084691 



PCT/CA2005/000345 



JUI 



3/10 




Control ktifirraate FRS3 



D 




FIGURE 3 



WO 2005/084691 



PCT/CA2005/000345 



4/10 



40130 
3500 • 

S 2300 



5 



2000 
1500 -\ 
JCCO 
500 
0 








CDI 



Su*aiD 



— i i 
FRS3-22P3 FRSW3B2 



B 



J 

I 




□ Control Litiermtte* 
■ FRS3 

□ PRS3D0 



E14 



E17 



fO 



FIGURE 4 



WO 2005/084691 PCT/CA2005/000345 



5710 



TOFfll 



.1 



4« 



▼ 



> 




B 



rami 



BMConUd 



... 




r * • ■ 



ran** 



pi- f 

r 




E 



HHCcitort 



FIGURE 5 



WO 2005/084691 PCT/CA2005/000345 

6/10 



A TAA TritD LM 




FIGURE 6 



WO 2005/084691 



PCT/CA2005/000345 



in sL 



A Control Lltterntnte FRS3 




FIGURE 7 



WO 2005/084691 



8710 



PCT/CA2005/000345 



Detanamatiod of Noma! Crest 



•I 

1| o 400 

ll 200 

« ICO' 
3 n. 





Nsjothe llOfifmmes FRS3 tin 

Simla 



ICS 



B 



LscZ jxmiive neural crest cdl* at 72 tons m culture 



0** 
ISO- 

H 

•5 KM)* 
I 50- 




Motive littermates 



FR&3 Irttcanatea 



1 



L i 2 345678 LI2 34567S 

Actln 1 1 "~ HFRS3 ""' 

L I 2 3 4 5 6 7 8 Ll 2 3 4 5 6 7 8 



FIGURE 8 



WO 2005/084691 



PCT/CA2005/000345 



9/10 



Proliferation of Neural Crest Stem Ceils in Outturn 



5000 



«g 3000 ■ 
1000 H 



3381 



141 f 



100 



100 



308& 



too 



T— 



3450 



440 



Control 



FRS3-1 



■Total ccfia otpfafcng 
□Totalcdteirt3v/cefc* 



eft 



<•> 



eft CO 



B 



« * ft* g g g 
J£ S £ k ib Ik 

< ^ A tfj «> "«> 

ifiiiii j|£ *i 

^ jr ir Ji* J?' « p P P u u 



WCfrsate 



EBajtti-oato 



FIGURE 9 



WO 2005/084691 



PCT/CA2005/000345 



•g 6QO0O 

}g 70000 
B 60000 
£ 50000 

IS 

2C000 
10000 
0 




Plating 
(100 cells) 



1 week 3 weeks 5 weeks Swedes 



B 



§ »i 

1 50- 

i *° * 

« 30 - 
f 20 
§ 10 

I o 



1 



■ ^ * * 



PRS3 Control FR63 Com«S FRS3 Contort FF&3 
pEaSng Week2 W«*2 Week 3 WcafcS Waekfi WoekS 



FIGURE 10 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 



tsJ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
. □ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



til LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

■ 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 






OTHER: 



